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(57) Abstract 

Novel physiologically active substances useful as remedies for fungal infection or immunologic diseases, which are physiologically 
active substances TKR2449 represented by general formula (A): wherein R, , R 2 and R 3 are the same or different and each represents 
hydrogen or C M alkyl; and R 4 represents linear or branched C,.g alkyl or alkenyl. 
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m m m 

41«tiSTKR 2 4 4 9& 

2 4 4 9 &&tf*n£<D$!!i£2F&. jfttffcU Wtt«5fTKR 2 4 4 9 £££ 

r^-So Will t ho&Ji. ntt*i::*aEttX«ffi*fi;: U rtML 

Etc. **K »3£«*©tt«Btc**LT*>. a c^o 

lis * > *^ ? ( Cand ida ) , 9 x ) ~f h =» y fJ X ( Cryptococcu 
s_) „ ( Aspergi 1 lus ) WfrftHbtl, *^EttA89ffi"P 

7;^t'J7 ( Alternaria ) . 9? KX^'J^A ( Clad 
o s p o r i u m ) . •?5-te : f-~7 ( Mai assez i a ) . ^.=. £/ >J # A (_P 
enici 1 1 ium ) f lc4*t571/;l/7*>*<ISHi LTil»t^5. 
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C^>. jJ-— L/5*-/<->T r 'f 9 A ( Aureobasidium ) ItcItSfitl 
©Ig^^^fC # > v**' - TA*- k"*7 i"J ^ h 3 7 * X • ^ t t>;l/7 

aSU C©£S7£1£^@£> TKRZ 4 4 9 <hift£ L/Cc IC, TKR 2 4 4 9 
irt£t>%. Tie-flS^ (A) ; 
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3 



CHjCOO-R, 
I 

O HO-C-COO-R 2 
H,C-(CH 2 ) t -C-(CH,) 6 -CH=CH-CH-CO-NH-CH-CH 2 - ^ / -Q-R 4 (A) 

COO-R 3 

(5*4^ r,,r.^r. «> m-xamteiT, Jkmrn^xitfitmifr 1 ~4 <d 
TJis*j\s&zm-to r« a. mmwLi-s^m.mxi.t^LtzT^^JvmxitT 

j\,*r=-)\,m*&-? 0 ) -Ci§n-54ISttMTKR 2 4 4 9 iTiio 

* — U -< «> A ( Aureobasidium ) M\^M~t2> 

Sft-e&oT. 4IfStt«3fTKR 2 4 4 9 U 

iei»«>«i«^&i « c t ^*^a«tt«jRT k r 2 

449 ©tHfcfr&'efc**. 

sfc^HJJi, t-l/t^'i/f-fOA ( Aureobasidium ) 
gL, 41SttftSTKR 2 4 4 9 C t^it^Mt^*^ 

o 

H 1 \t. 4IStt«3gTKR 2 4 4 9 0£*M&RiRX^? 

e it&$4te©btJS£^ U titttti&g (nm) ^^f D 

B2li, ilgttWTKRZ 4 4 9 O^^^lRJOtX^^ h yi/«r^"TElT?* * 

o mmt^i^m (%) *3i*u (cm") Sr^-To 

m 3 l±> 4IgttlSTKR 2 4 4 9 <D 'H-NMRX^? h ;U^^-TEll: *> 

ho mmt ; yy±^(D^i^mL. m.%^t^ : ^y ms (ppm) &7n-? 0 

H4 tt, ilMSTKR 2 4 4 9 © ,3 C-NMRX^* h ;l/£*"fEITi& 
5o /WD ttffifc^U «tttt^->7 MI (ppm) 

H5 (*> 41SMITKR 2 4 4 9 OH P L CTOitmttllfc^+ElT* S 
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4 

*¥£Wte. ±I5-«S (A)' ■C*Sn*41gtt«lBTKR 2 4 4 9 ^T*S 

m^xitmmm 1 - 4 ©7;^;n^it 0 ±15^5^^ 1 ~ 4 ©7^^ii t 

TttftfcH*3ft-*\ >^;!/S> if^S, ^nf^S, n-T'^^S 

, i -7*^ ;Ug^£^ o *ftL<te. R. > R 2 RO'R 3 *<7K 

±SS— AfciS (A) H*5^T. R, li. 1 ~8©ift*lX<i$MftLfc7A'* 

<h LT(i#{-P5^3tl-r\ #J;Uf. >f;H, i^;US. 7nKM, n-7f 

SCi^t'lSo ft* L< te. -CH 2 -CH=C- (CH, ) , T'*£o 
_tie— flftiC (A) (rfcl^T. Ri , Rs S^'Rs a^Jc^H^-?*. <3 . R. 
CH. -CH=C- (CH, ) , T'&Zil&mit. TfE*S (I) f*$nS4i 
gttl3STKR 2 4 4 9 T*4. 

CH,cooH 

I 

O HO-C-COOH 
H,C-(CH J ),-C-(CH,VCH=CH-CH-CO-NH.CH-CH,-^^^OCH 1 -CH=C-(CH,) J 

COOH 

(I) 

±fB£SSM!l®TKR 2 4 4 9 ti, TIB (1) . (2). (3). ( 4 ) S. 

(5) ©a^wttR^-^-rso 

( 1 ) FAB-MSSi:i5H^? h'U*<> m/z 6 6 0 [M+H] * © f 

(2) 3 6T'*>*K ft*tt*<lT*ft 

(3) / ^y-^lcfcttS&m&M*'^ h;U©£gttRiRafc£j!><. 22 6 
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nm. 2 7 7 nmT*<9. ^nb©E'*u» *ft*-'*l. 7 3. 1 OT&S 

(4) KB r?4iCcfc<5#*MMJlXX'^ h;KDif 3 4 2 0 cm 
". 2 9 3 0 cm"'. 2 8 5 0 cm -1 . 1 7 2 0 cm - ', 15 10 cm". 1 3 
80cm". 1 2 4 0 cm". 1 2 0 0 cm". 1140cm"'. 1 0 7 0 cm 
". 8 4 0 cm". 7 2 0 cm-'t'il 

(5) MfJ-Jl. ? a n<twUA{CoIjgT£>9. 7X. ^*^y\Z.W&-X:hZ>o 
±ie*.3g®tt i Kl!KTKR 2 4 4 9 li. EI 3 fd^f 'H-NMRX^* h ;K EI 

±IB^S?£tt^TKR 2 4 4 9 (*. *>-r -r A ( Aureoba 

s i d i urn ) JgtcJgU ±IB£3I?g1»KT K R 2 4 4 9 *m.£.-? Z>mW*% 

o 

MIC. JilE^S^MilMTKR 2 4 4 9 ^tii^W £ LTTfBCIBiEO^&S- 
ffl^T— (A) tI$n^TKR 2 4 4 9 ^I5:i^T#Sc 

±IB£3Ii£t4 < iMTKR 2 4 4 9 £. WX-U'. > - ^ J -;UM£-7&i£ 

h 'J y U fri?T % // ? > (TMSCHNz ) Tfea^S C £ C<t 9 / 

f;l/xxf/K* (R. = R 2 = R 3 =CH 3 ) d d:ri<T:£ £0 */c> 

f /l/twl/AT^ K (DMF) 4>. v^*f's)Vij)\,7£i?<<( ~ K (DCC) ^ 

®«S^J{-«t*3&SOT^3->'l/ (R-OH) tSl5$t5 d £IZ£ Oltffc-fZ 
j^Kt-jV (R, =R 2 =R, =R) ^5Cc^T§S 0 

±fe-j&s; (A) or< a. a^^x^s? (Hi) mo^vfyitykm^i- v 

h**> K (C H 3 ON a) ^©i&S^cfc^&g. Xli. o o > 9 > 
-T-t? h >iS^i&i&*>. 3tf4k^ h U 0 A (N a I ) &tfESt£*fc$->f * (S i C 

(R. =R, =Ri =CH. ) t L/c&. h'JOA (N a H) 

^CD^n^" WkT^U^U (R< — X ; X = I . Br. CI) . ^HOT^ 
hU^DDT-bhWS KSJ-^X-rJl' (R, OC ( = NH) CC h ) J: 
«9. ^tSi-f;^ (-0-R, ) ^I^Cc^TlSo MIC, -COOR 
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, . -COORi > -COOR3 I40ij>t{i\ jtfJ-Jlstp. NaOHfOT;^ 

*&WT*&m2tlZ±i : i&W£ LTtt. t-l/tA'yf^A ( Au r e o b 
a s i d i urn ) JitCgU ±I2TKR 2 4 4 9 S !>©T?&fttf4#«w|B 

5££trf. t-U^'->f^A-iXb'- ( Aureobasidi 

um sp. ) TKR 2 4 4 9i (J£*T rT K R 2 4 4 9 #J 1 1> 7 ) 

±12 T K R 2 4 4 9 #14. Xltt*IS«0«f«*T*oT. *H^f ilC^oT 
#}#T#l§l(i^£fr*: TKR 2 4 4 9 «4$tt*tf"*" 

5 So £TF> ±I2TKR2 4 4 9 «c©B^WttH*» ffltc^f *o 

±IBTKR 2 4 4 9 ^(4, §Ii§iCfel^3p^- (j£JT r*Sfj £t>V^ 

S Z 8102(1985 ^) KcfcSfe^Smt U ^«BtCftSHft, 2 5 °C 
■PSIL, 4 B(£^ 7 B&S.tf 1 4 B&fcH^L/cii&Mf-«fcoT^L/ck<Z>"e* 
So &«©ift«li* 1 4 B«KlflJ£Lfct>©T?ifeSo 
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±I5TKR 2 4 4 9 *Mi. $3fi*X*^*«U YpSsi^iWfS 

©rt«JC#ft-T*o •*©ft«Xtt«iB^&, LtfLte'3-4 x 3-8 mrnOft 

mmO^gBlfeT. £4-8x8-1 6 mm©Jf KHa^^rJ^fiJc L> ^©9^3^ 
±I£TKR 2 4 4 9ttOg^tfOH, ^31*WttBtt. TEIw^-£*S 

£.im&*Sffi : £W^&ffi£*5H*^ 10-3 otJ-e&tK 2 
5°ctfi£-e*>£o 

4fp H$5H : ^W^Tftip H|Effl*<, pH3~pH8"efe«9. 4tI^pH*\ 
p H 4 — p H 7 Xib& 0 

±*©«^WttH*W-rSBBa*. ^'Ja-'t'-'^'^ (W. B. Co 
oke) |, ;DA'VD^7*ih i3p^7'7y'J^- 9 (Mycopa 
thologia et Mycologia Appl icata)ll Ti 
. S&l — 4 3MO962 50 ;y*-f 'i-'7*>''7/l/n (J. A. v 
o n A r x) ff> If • ' *~f - 7 r V *J • * U"T x / y ? • 4 y 

• t'a7-A7l/ft- (The Genera of Fungi Sporu 
lating in Pure Cu 1 ture) , ^7- - 1/-^ 

(J. Cramer Lehre)^-'^*^" * ~ - y * 7 ( 

E. J. Herraanides-Ni jhof f)f, x^f^X-O* ;3 
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py- (Studies in Mycology). No. 1 5 x 85 1 4 1 ~ 
16 6I, *>-h*-xX • (CBS. Baa rn) ( 1 9 7 7 *?) #<D* 

i^{wfaiic$n/c*-u^^<->7 r 'f <> Aioi«t-p^rtt*t 4 c 1 1: i o . -t 

L*Ltt*<Su *- l/*v<«>^4 «>A«tCf|-r*«»T*oT, TKR2 4 4 

Tf**W#&«i:ft*«r«#tL* *-U*^9A'ixi;- TKR2 
4 4 9ft( Aureobasidium s p. TKR 2 4 4 9 ) i^SU 
Aureobasidium sp. TKR 2 4 4 9 i$^L, iSIitl 
*ttffiR&*X*I*tt*W*3r C&T£ ; B«^*»o < HTTP* 1 TS 1 # 
3^ (MM 3 0 5 - 8 5 6 6 )] IC. Sft«FERM BP- 6 3 2 7 ( 
fiMfttB : ¥j£94p ( 1 9 9 7 50 6£ 4 B. IB«K^O»fa$B ; ¥/dc 1 
0^( 1 9 9 8 ?) 43 2 0 0) t LT^rltLfco 
*«!WtC*>^T«±. ±I2TKR 2 4 4 9 TKR 2 4 4 9«c©£«W 

TKR 2 4 4 9©g±fii£Wir£$£^£&^£-£* < "^' 5 ° 

*»Mli*iV>T«±, TKR2 4 4 9 (i . JhfETKR 2 4 4 9 ^i^t^i^^r 

-x. sta. h u >> **y*u tkis. m%m. mwtwtm&mv 

±K9Sli«©-5fc. 3*«<tLTtt. 0];U1\ u->*^- 
y,j^_ > ^-trV>. ^h>, H^jl**. ^i**. 7UI 

n £ ti^&Tttffl ^titu<, # t«b $ nr t> «fc v\, 
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fcbtf. TKR 2 4 4 9 00^(8^5 itiH^Jit^intS-i^ 

±IST K R 2 4 4 9 «^-rSfH**, ±K*M^W#«n?#**5lw|*L 
TB, ^a?gtt«8jtco0^*|R^«l©i$«JC J; oTn^EgtC — f&tfj {-{SEE £ ^3 

±IB^#te> MSI 5-2 5°CTif 5 Cd:*<0* L<. IHOpHli, ii^P 

5 B-e^i4i^i5:i*^§5o 

i^C^IJSCiot, TKR 2 4 4 9 ti, igg&RO'S&iC^ 3 nt« 
ii^CfU^n^c *lfeM^*5V.>T«, igmVqtplzWmZtltzTKR 2 4 4 9 

±E»»tts ftiif^ ftBt^'W ^nn*^, -J 9 J 

iSl^©TKR 2 4 4 9 -frfcflL *«ET»aj-rS^«-« 

ffllhS;: So _LfE&&<k LTIi, 0IJiUi\ »**^l/n-7, © 

ot«ti«Xli 2 8H±*fi*^*T«fflts:i 0Jx.tf. t?Jc7 
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1 0 

#fgB^t;:£^Tl2, CO«t ? {CLTiSS^ + ^^^Ht^n^TKR 2 4 4 9 © 

C©ck -5 LTte. #J*.tf> v"J^?y/k *51±77l^ :K rSttJ^. 

KiMf ©fi^^i ^ S * 7 A ^ O 7 fl5i*«[#^ o V h ^ 

*|6BflcDTKR 2 4 4 9 j|tt Xli. *©JBM*WK:MF3*l&* 

©T&fttf#{cra^£ft-f > «e> oahl ^oftTkm 

*>BK h^x>^**>», ^7 ? U *7 >7 r-X^*^^ 

*^OTKR 2 4 4 9 &Xli*©m31^tof-f^S ft S^S-Em <b LTJS:-^ 
-r-Sii^. *^0TKR 2 4 4 9 fflXii^OlSgS^tfUCfrSS ft££(i. *© 

9 9. 5%> *f*L<ttO. 5-90%MtSSi$l^<!:lT, bK£#t; 
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1 1 

I&^(c&-^£ft6o 

±iBEH*i^ti. &*m&M]&T'®5-+zzt*<&zi<. musk*. «* 
*^otkr 2 4 4 9^xte*©aiJi^fti-i^£ft£&£g3S£LT&# 

^Tii, fiJtAtw*fLT*»W©WS6li)t»«tLTs -3^/:^ 10- 2 0 0 0 

5fc*k ttftk **U «S3S?PJ. *y*yHWs Fn^m ST^K *©flt©ftlffl« 

©^fflfi#fiL^JH^ffl^SC iici oT?t 9 :iA^^o eft £©&©{*. 
*ffel|B©TKR2 4 4 9 «Xtt*©M^W*Zl*£*nS*©— **** 

* ^"^>»14©jHE{*^©^lt© a w«c«^*##tt©tf ttfi#c«»x w*w 

;K $fcW#M©ttffl£¥#J©BSg£^£C£S-«fc^T<T9 Z. 6o Cft£ 

©k©f±> *^BJOTKR 2 4 4 9 8Xtt*©ira#Wlwif§$tt££©— 

±IB«m»WS#tt. *«W©TKR 2 4 4 9 fflXtt 3 ft 
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1 2 

£)feflli 

TKR2449#(FERM BP-6327) © #4® i§ga> 
10 0ml CDttflc*Jfi (f-f7^f hf + X ho-X7nX2. 4% (W/V 
) £Aftfc5 0 0 ra 1 §CDHft7 7^3|;giL> 2 5 'CT- 3 BM££? U 9 
i£#&£?#/Co C 1 . 0ml £±I2f£#i£}fe 125ml * Atltz 5 0 

0ral§O£ft7 7X3 8*i:gIU 2 5°C> 1 2 aPalJgc!: <Mt 9 2 

»ii:»iL^ »£tt*:±a***, ikT*¥milLtzy>( J r>C*>HP 2 o ( 

HHjk^liS!) (0. 5 L) IwRfcS-tK TRifeSL 2LO80%^;- 

;U{crr§tiiL. j§ttli#£#/co d©®#£«EE*tt-T£ £ <t lc«fc (mat 2 o 5 

?Stt®^^#^o C©®^«:M£Ea*iSt--5Clci:{CJ:<9. TKR 2 4 4 9 ©^ 
1I:LC8A (Aftttfl&tttK) 

*7A: YMCpack C18 (2. 0cmx25cm) (9-f^A>— *± 
^iftffl : 0 . 0 5 % b } ) 7 umWL^tJ 7 0 % (V/V) h~ h 'J 

/7k 
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1 3 

nm^m^t, jms-dx3 o 2mmmfti3T%iW tuxnttm) zm^tz 

N 13 C-NMRX^^ (fi^ ? J -JVip^ : fi^ 9 J-M) 

coMfe^^ JNM-A5 0 OtI^°|g§ (B*m^?±SJi) £fflWio 
ij&Ml*^ hAs&ift UP;-**) Kti, UV- 2 5 0 S!iE^3t«tt ( 
A*»flPBr*t«) £fflWc 0 b^##f (KB r^) 2 7 

0-3 0 (BaL«fl?»r*fc«!) £fflWc 0 &TICTKR2 4 4 9 

c i ) 

6 0 [M + H] + •V&ZZ.b&WALK.o 

(2) mmm. 

«fc0»&ftfc6fe»5|c*»»!«!liix 'H-NMRX^^ h;UffliJ^. I3 C-NMRX 
H> h*»j5fe&C^©#*TK:«k*K R*»3 6T*»), T*«Ci*<2M 

(3) **M*»iRX'** h/U 

o v ^57^ -CttU S&ftfc«ttlB#£«E»«-r£C tie 

UV (nm) ( E "*i em ) : 2 2 6 ( 7 3 ). 2 7 7 ( 1 0 ) 
(4 ) ^^JRiRX^^ hJV 
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1 4 

IR(KBr) (cm"') : 3 4 2 0 , 2930. 2 8 5 0 , 1720, 151 
0. 1380. 1240. 1200. 1 140. 1070. 840. 720 

ttz* '&ibtltzTKR 2 4 4 9 to*©.M*l*lC**-*-'B»*M£tt. * 9 J - h 

*«ffi*taci»a*)Sbnfcafi»*iS«ii, tkr2 4 4 9T*s: 
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